
Dear Francis-- 

APter your talk, I thought soce %ore about the mechanism of t-fGhiA. Fartf- 
cularl,; in ~fnd w8re 1) wh*y i.t ia 60 big and 2) how Rernfiald-Herenbesg binding 
by trinucleotids to ribaaome could. work. 'When T 6aw the F-iolle::,I pmer in science 
their fSgure 2 looksrl as if it woul::I introduce the same h,ipotheai%, but it didn't 
qui.te, and I wonder if tine ;*ollowing idsa 16 current nowI 

The t-RNA can exist in 2 (or more) eonforirations of nearl:j equal energy, but 
one 0:' these iar prevtalmt in the absence OS the codon. and thi6 one does not 
interant with tile rl.borome. The other is stabilized b<y adher8nce of the co.ton, 
an:! thi6 conformation does interact wit? the ribo6ome. I c6n 8ven fxagine that 
wh8n the co:lon is an expoead triplet of m-RNA at the riboeome that it is the trransi- 
tlon between the two states that ax&t85 the charg8-f end to react with tile trans!.'er 
sneyme which zust be sitting at the growing point of the ,ool~?p(rh?.r:e chati. The B-W 
effect ma,y then be not the role of the trinlet a8 a coliganj Zor the t-R!!A mi f21e 
ribo6om8, but an inducer to alter the eon:‘drmation of the t-WA to a state that ; '7, 
than fits the ribosome. This gets away From the dllemna how 6&h a short bpk codon a 
can bind large moleculea together. 

The t-FdA is so big as the condition for a structure that can be armed 50 8x- 
quisitely to be triggered b,v a mall c&on, ;BO specificall;:~. v 

x 
pmsbl;t one of the 

alternative aonformations ald.ows for internal pairing of thea%% on *fsi with another 
region 0.2 the 18'718 RNA molecule; in the other the pairing Is co%petitilvelr aatis- 
fled by the codon. Unt3.1 a few mu-e sequences are avslileble, the guessing is 
hazartloua, but in Halley's figure 2, one can 6ee &hat the two right-ban3 alterna- 
tiive6 mfght just fill the bill (if the central loop in the upper iigure would not 
readily acoomo:.!ate a bound codon). ~fKftX~i Strikingly enough there are no (3'37 or 
CC’J sequences that might confoun;3 the, antl-cordon, so I would withdraw the iJlsa o.C 
strict competitive paiCing in favor of' competing coni'omntions in one ok' which 
aodon-pairing is h9ndar8d. 

An advantsge 0T on8 form of this RypAherls is that one should see physical 
evidence of the conformational shift by the interaction of t-mA with codons a)o66ibly 
8v8n in the absence of othsr compon8nt6. Not many pssple have the material to 
look at this yet. I 

Jorhua LeJerberg 


